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Comparison of Oishi (2001) Butylparaben Study With the Charles River-Argus (2005) Butylparaben Study

Endpoint Oishi (2001) Study Charles River - Argus (2005) Study

PROTOCOL

Rat strain/source male Crj:Wistar/Charles River, Japan male Crl:Wistar/Charles River, North
Carolina

Housing individually housed in wire-bottom stainless
steel cages, 21-25 C, RH 55 ± 5%, 12-hour0

light-dark cycle

individually housed in wire-bottom stainless
steel cages, 19-23 C, RH 70-74%, 12-hour0

light-dark cycle

Diet CE-2 feed, Clea, Tokyo Japan
isoflavone levels reported in mouse study
Oishi (2002) - which were originally reported
in a bisphenol A paper

CE-2 feed, Clea, Tokyo Japan
diet analyzed for isoflavones and p-
aminobenzoic acid

Age/Weight at start of treatment 19-21 days/49.9 ± 3.01 g 21 days/28.3-48.7 g

Number of male rats per treatment group 8 16

Dietary concentrations of Butylparaben 0, 0.01%, 0.1%, 1.0% (0, 100, 1000, 10000
ppm)

0, 100, 1000, 10000 ppm

Duration of treatment 8 weeks 56 days (8 weeks)

In-life measurements body weight (daily)
food consumption (daily)

body weight (daily)
food consumption (2x/week)
week 3, 5, 7 orbital sinus blood draw for
measurement of testosterone, luteinizing
hormone (LH) and follicle-stimulating
hormone (FSH)
blood samples were collected at same time of
day each week
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Necropsy organ weights: testes, epididymides, ventral
prostates, preputial glands, seminal vesicles
with coagulation gland

organ weights: liver, adrenal glands (paired),
thyroid, pituitary, right testis, left testis, left
epididymis (whole and cauda), right
epididymis, seminal vesicles (with and
without fluid), prostate (ventral and dorsal)

Sperm counts/Daily sperm production (DSP) right testis left testis

Sperm motility/concentration/ morphology motility/morphology not determined.
Concentration of sperm in cauda
epididymides determined

computer-assisted sperm analysis (CASA)
used; motility assessed from sample from the
left vas deferens; concentration and
morphology of sperm from left cauda
epididymis

Hormone analysis testosterone (kit from Oxford Biomedical
Research)

ELISA methodology used to measure all
hormones
testosterone (kit Biomedia), LH (kit
Amersham Pharmacia Biotech), FSH
(Amersham Pharmacia Biotech kit)

Histopathology reproductive organs not completed remaining left epididymis, right epididymis,
right testis, prostate, seminal vesicles control
and high concentration groups, testicular
staging was also completed

RESULTS

Body weights at study termination no significant differences
0 396 ± 34.5
100 393 ± 21.5
1000 400 ± 19.9
10000 378 ± 19.0

no significant differences
0 300.8 ± 32.0
100 294.1 ± 31.6
1000 312.5 ± 33.5
10000 301.2 ± 31.4
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Mortality/early sacrifice no premature deaths reported 2 rats (1 at 0 ppm, 1 at 100 ppm) were
sacrificed because of eye lesions from retro-
orbital bleeding

Consumed doses (means) 10.4, 103, 1026 mg/kg/day 10.9, 109.3, 1087.6 mg/kg/day

Isoflavone levels in :g/g diet daidzin 125, glycirin 26.7,
genistin 146, daidzein 3.95, glycitein 25.4,
genistein 3.87 (total = 330.92)

in 2 lots of diet 912, and 924 :g/g diet; p-
aminobenzoic acid 6.92 and 4.37 ppm

Reproductive organ weights no effects on testes, ventral prostates,
preputial glands
absolute weights of the epididymis and 
seminal vesicles with coagulation glands
were significantly lower at 10000 ppm
relative weights of epididymis decreased in
dose-dependent manner - significant at 1000
ppm at above
Relative epididymides weights
0 0.267 ± 0.0191
100 0.247 ± 0.0162
1000 0.237 ± 0.134
10000 0.233 ± 0.0127

no significant effects
weights of left epididymis, cauda epididymis
and right epididymis measured separately

DSP significantly (p<0.05) decreased at all doses
0 40.0 ± 5.86
100 33.3 ± 4.9
1000 28.3 ± 2.71
10000 24.5 ± 5.43

no effects
0 36.82 ± 11.38
100 31.81 ± 13.8
1000 31.09 ± 12.53
10000 32.83 ± 15.37
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Sperm counts in the cauda epipdydimis significantly decreased at all doses
0 56.0 ± 12.9
100 41.4 ± 8.22
1000 41.6 ± 9.33
10000 32.6 ± 9.80

no effects
0 49.7 ± 25.0
100 78.3 ± 75.8
1000 56.4 ± 28.1
10000 49.4 ± 16.8

Sperm morphology/motility not measured no effects

Hormone analysis testosterone dose-dependent decrease that
was statistically significant at the 2 highest
dose
Values (ng/ml) estimated from Figure 2
0 9
100 7.5
1000 6
10000 3
(control values from Oishi’s propylparaben
study 9.08 ± 2.12 ng/ml; control values from
Oishi’s methyl-, ethylparaben study 11.9 ±
2.08 ng/ml)

no biologically important differences that
could be related to treatment were observed;
some statistically significant observations
were noted - reductions in testosterone at
1000 and 10000 ppm after 3 weeks of
exposure, significant increase in testosterone
at 10000 ppm after 9 weeks of exposure;
reductions in LH at 5 weeks of exposure at
100 and 10000 ppm which were not dose-
related
Values (ng/ml) at week 9
0 1.085 ± 0.430
100 1.485 ± 0.767
1000 1.031 ± 0.575
10000 1.86 ± 0.968 (p<0.01)

Histopathology not completed no adverse findings in reproductive organs
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